Mutations in genes regulating neuronal migration predict reduced prefrontal cognition in schizophrenia and bipolar disorder: a preliminary study by Tabares-Seisdedos, Rafael et al.
BioMed Central
Page 1 of 1
(page number not for citation purposes)
Annals of General Psychiatry
Open AccessPoster presentation
Mutations in genes regulating neuronal migration predict reduced 
prefrontal cognition in schizophrenia and bipolar disorder: a 
preliminary study
Rafael Tabares-Seisdedos*1, Teresa Escamez2, Juan Martinez-Gimenez1, 
Vicent Balanza1, Jose Salazar1, Gabriel Selva1, Cristina Rubio1, Eduard Vieta3, 
Emilio Geijo-Barrientos2, Anabel Martinez-Aran3, Orly Reiner4 and 
Salvador Martinez2
Address: 1Teaching Unit of Psychiatry and Psychological Medicine, Department of Medicine, University of Valencia, Spain, 2Institute of 
Neuroscience CSIC-UMH, Campus de San Juan, San Juan de Alicante, Spain, 3Bipolar Disorders Program, Clinical Institute of Psychiatry and 
Psychology, Hospital Clinic, IDIBAPS, Barcelona, Stanley Medical Research Institute Center, University of Barcelona, Spain and 4Department of 
Molecular Genetics (OR), the Weizmann Institute of Science, Rehovot, Israel
* Corresponding author    
Background
Both neurodevelopmental processes and prefrontal cortex
function are known to be abnormal in schizophrenia and
bipolar disorder. The hypothesis to be tested was that
these features are related with genes that regulate neuro-
nal migration.
Materials and methods
We analyzed the genomic region encompassing the LIS1
gene (lissencephaly critical region, LCR), involved in
human lissencephaly, and the platelet-activating-factor
(PAF) system genes, functionally related to LIS1 in neuro-
nal migration, in 52 schizophrenic patients, 36 bipolar I
patients and 65 normal control subjects. In addition, all
patients and 25 control subjects completed a neuropsy-
chological battery.
Results
Thirteen (14.8%) patients showed alterations in two
markers related with lissencephaly, and in the PAF recep-
tor (PAFR) gene. These patients performed significantly
worse on the Wisconsin Card Sorting Test-Perseverative
Errors (WCST-PE) in comparison to patients without
LCR/PAFR abnormalities. The presence of LCR/PAFR
abnormalities was parametrically related to perseverative
errors and explained 17% of variance (p = 0.0001).
Finally, logistic regression showed that poor WCST-PE
performance was the only predictor of belonging to the
positive LCR/PAFR group.
Discussion
These preliminary findings suggest that mutations in
genes involved in the molecular diagnosis of lissenceph-
aly and neuronal migration alterations, predict the sever-
ity of the prefrontal cognitive deficits in both disorders.
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